172
To determine whether the antimicrobial activity of these compounds coincides
173
with their cytotoxicity to human cells, we assessed their cytotoxicity using an XTT cell 174 viability assay. As expected, each metabolic inhibitor was cytotoxic at higher 175 concentrations. Treatment of THP-1 cells with 3-BPA, the most potent compound,
176
inhibited Brucella infection at non-cytotoxic concentrations. NHI-2 and 2-dG were less 177 potent, but effectively inhibited growth/replication of intracellular Brucella ( Figure 6C ).
178
Both 3-BPA and NHI-2 significantly inhibited intracellular Brucella over a range of
179
concentrations that did not affect host cell viability.
180
Finally, to determine whether the antimicrobial effect of these compounds occurs 181 by host targeting, or whether they also directly inhibit bacterial growth, we measured 182 growth and viability of B. abortus in axenic culture in the presence of 3-BPA, NHI-2, and 183 2-dG. Neither 3-BPA nor NHI-2 affected growth and viability of Brucella in axenic 184 medium, though 2-dG exhibited an inhibitory effect at higher concentrations (≥ 50 mM).
185
These data support a model in which inhibition of host glycolysis and lactate (29), also induce similar changes in host metabolism.
223
Because the metabolic changes observed in these hosts are induced upon exposure to 224 various stimuli, it is unlikely that the changes observed in our study are specifically 225 induced by Brucellae. ΔlldD, which is unable to utilize lactate in axenic culture ( Figure 5A -B). While ΔlldD
233
showed no growth defects across a range of axenic media, its intracellular 234 replication/survival was attenuated by ~1 log after 48 h in host THP-1 cells ( Figure 5D ).
235
This suggests that the ability to utilize lactate is necessary for proper replication in the intracellular niche. We note there are parallels between B. abortus pathogenicity and 
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334
HeLa cells were seeded onto 22 x 22 mm cover slides at 50,000 cells/well in a 6-well 335 plate in 2 mL of DMEM medium per well. Cells were grown for 24 h prior to infection.
336
Prior to infection, a culture of B. abortus constitutively expressing mCherry was 
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